Section-1
A 56-year old man, originally from Pakistan, presented with bilateral avascular necrosis of the hips on a background of emphysema, pulmonary fibrosis, coronary artery disease, diabetes type 2 and psoriasis. The cause of the avascular necrosis was unclear, with no recent trauma or steroid use. During his preoperative consultation, he presented dysautonomia requiring an inpatient investigation; the surgery was canceled. He reported a thirtypound weight loss and a three-week history of night sweats and shortness of breath. While hospitalized, this gentleman presented subacute confusion and fluctuation of his sensorium, compatible with limbic encephalitis. Furthermore, he developed diffuse myokymia involving the axial and appendicular musculature, confirmed by EMG.
Questions for consideration:
1. What is the most probable diagnosis combining subacute limbic encephalitis, dysautonomia, and myokymia? 2. What workup should be advised?
Section-2
Due to the combination of limbic encephalitis and myokymia, a paraneoplastic work-up was conducted. Caspr2 and Anti-Jo-1 antibodies were documented in the serum. Caspr2 is a brain and peripheral nerve autoantigen associated with voltage-gated potassium junctions that may result in encephalitis, peripheral nerve dysfunction, or a combination of both, known as Morvan's syndrome [1] . Our patient presented this rare autoimmune condition characterized by neuromyotonia, central nervous system involvement (confusion, agitation, hallucinations) and autonomic features (hyperhidrosis, tachycardia, dysautonomia) [2, 3] . The diagnosis of Morvan's syndrome prompted an examination of the underlying antigenic source. Thymoma was ruled-out, and a thorough investigation excluded the possibility of an active neoplastic process [4] .
Questions for consideration:
1. Considering that no cancer was detected, which other concomitant aetiologies should trigger our attention in association with the onset of a paraneoplastic syndrome?
Section-3
In addition to malignancies, multiple autoimmune conditions, associated with autoantibodies, might be associated with the onset of a paraneoplastic syndrome.
Our patient has originally been investigated for arthritis in the context of avascular necrosis.
This workup failed to document rheumatoid arthritis. Aside from his diagnosis of pulmonary fibrosis, this gentleman subsequently developed uveitis, responding to steroids. Thus, a rheumatological disorder was highly suspected at this point; explaining the development of various symptoms all linked to autoimmunity in a restricted lapse of time. The presence of anti-Jo antibodies was of unclear significance, the specificity of this test being limited.
Questions for consideration:
1. What treatment is recommended? What are the potential side effects of this treatment?
Due to the concerning fluctuations in heart rate and blood pressure, the hip replacement surgery was not conducted.
Our patient was prescribed mycophenolate mofetil, leading to a complete recovery. Regarding the long-term course, opportunistic infections and the challenges of immunosuppression remained the main concerns. Prednisone was necessary when the uveitis appeared. It was challenging to taper the prednisone; however several symptoms described were in retrospective side effects of the steroids, complicating even more this clinical scenario.
Typically, paraneoplastic syndromes implicate an underlying malignant origin, provoking an immunemediated response. However, in patients presenting anti-voltage-gated potassium channel antibodies, only 47% are found to have cancer, meaning that in fact, the majority of patients with this condition are cancer-free [5] . On the other hand, this assumption could not be presumed upfront. A thorough follow-up includes PET scans semi-annually, as well as thoracicabdo-pelvic CT scans on a quarterly basis. Furthermore, global systemic conditions should be considered in the context of this patient's uveitis, as there are no ocular manifestations associated with Morvan's syndrome. The presence of anti-Jo and the result of the muscle biopsy suggested concomitant polymyositis. If this patient was indeed individual suffering from multiple concomitant immunemediated conditions, all his symptoms should have responded to immunosuppressive therapy. Since paraneoplastic syndromes are renown to present when the underlying cancer is not yet visible by any imaging modality, the persistent research of neoplasia should continue even if the initial work-up is unremarkable.
The evolution will eventually determine the management: if the underlying paraneoplastic syndrome completely resolves without any recurrence, an underlying malignancy is less probable and the investigation can be discontinued.
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